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(From the Medical Professional Unit, St. Bartholomew's Hospital.) THE work done with sanocrysin in the wards under my care has been carried out by Dr. C. F. Harris,2 who is now abroad. These are observations, therefore, on the result of his work.
We have treated in all fifteen cases of tuberculosis. Of these fifteen patients, one was a boy with tuberculous adenitis and one a girl with tuberculous peritonitis, in neither of whom was there evidence of pulmonary involvement. Of the others, two were cases suffering essentially from abdominal tuberculosis, but these patients had pulmonary lesions also. During the course of the observations it has been found advisable to depart from the original scheme of dosage, and I propose to give an account of three cases in some detail as these illustrate the alterations in dosage that were adopted and also the principal results obtained.
C(ase I.-The first case treated was that of a man aged 30 who had had haemoptysis eight years previously and who had had two further attacks of haemoptysis, but who was in good condition when treated. He was afebrile, and was working as a hospital porter. Tubercle bacilli were present in his sputum and there were signs of fibrosis at the right apex, with rales after coughing. Although the disease was still present there was no evidence of recent spread. The first dose of 065 grm. caused no reaction or other effect and was followed three days later by 1 grm. Nausea and vomiting occurred later in the day, and on the second day after the injection the temperature commenced to rise and reached 104'4' on the fourth day after the injection.
On this day a morbilliform eruption appeared; later this coalesced and spread all over the body and did not disappear till the tenth day after the injection. Albumin had appeared in the urine immediately the treatment was commenced, and on the fifth day after the second injection it suddenly increased greatly in amount. The patient felt very ill; he was eating nothing, he vomited and complained of a metallic taste in his mouth, which showed a thick white fur on the tongue, fauces and soft palate. On the eleventh day after the injection he seemed to have recovered from the effects, except that he had lost 101 lb. in weight. The following day he was given another dose of 1x0 grm., which was followed by another reaction even more severe than the previous one, during which he had one alarming collapse. The rash was very irritating and the patient lacerated his scrotum in attempts to obtain relief. The febrile reaction lasted a week, but it was not considered that he was sufficiently recovered for further treatment until the twenty-third day after the injection. At this time he had lost 23 lb. from his original weight.
The next dose caused a short, sharp reaction during which he again showed signs of collapse, but the subsequent doses gave rise to no febrile reaction, although the albuminuria was increased, and the anorexia and metallic taste continued. At the end of the course of injections the physical signs were but little altered, except that no rales could be elicited and no tubercle bacilli could be found in the sputum. X-ray examination of the lungs showed a slight clearing in the shadows at the right apex and the appearance of a cavity there. He was discharged to Frimley Sanatorium, where he regained the weight he had lost. Very shortly after the end of the course of injections the rales had returned, and a little later tubercle bacilli were again found in his sputum.
From our experience in this case we decided that such severe reactions must be avoided, not only because it would be difficult to induce the patients to go througlh such an experience, but also because the harm such reactions might cause was unlikely to be compensated by any possible beneficial action of the treatment. From our experience in this case, and in later cases, we further decided that even if some of the disturbances to appetite, digestion and kidneys might be due to the effect on the tuberculous tissue, much of these undesirable results was due to heavy-metal poisoning. We arrived at this conclusion on finding the most severe nausea, vomiting, loss of appetite, albuminuria and general wretchedness following some of the later injections in a course, although they were not followed by any form of temperature reaction. It was decided, therefore, to raise the dosage more gradually so as to avoid excessive reaction, to leave longer intervals between doses and to stop the treatment as soon as a single. dose of 10 grm. had been reached, so that the chances of gold poisoning would be reduced to a minimum. The effects of serum in the first case, and in a few others in which it was tried, were so disappointing that it was decided that reactions severe enough to need serum must be avoided. These principles were followed in the following case:-Case II.-The patient was a man, aged 22, who had had a history of successive attacks of pleurisy during the preceding fourteen months, of increasing weakness, of enlargement of the cervical lymph glands three months before treatment, and of acute pleurisy within two weeks of commencing treatment. He was thin and pale, and the daily temperature variation was from 970 F. to 100 F. There were signs of extensive lesions at both apices, both recent and old, and of recent active disease in both lower lobes also. In this case, therefore, there was severe, acute, progressive disease with steady deterioration for some months. Commencing with an initial dose of 0 5 grm., the second dose of 075 grm. was followed by a slight brief reaction; the third dose was therefore reduced to 0 5 grm., and the dosage was not again increased until no effects were noted at that dose. In this way no severe reactions occurred, and the dose of 10 girm. was reached at the seventh dose, fifty-two days after the first. The interval between doses was never less than seven days, except that the second injection followed the first by three days only, and an injection was never given until five to seven days after all effects of the previous injection had passed off.
In this case the physical signs were unaltered, except for a striking disappearance of rales, but X-ray examination showed some clearing of the shadows in the right upper lobe. The patient's general condition, however, was more satisfactory than was expected, and if he was not improved he had not become progressively worse, as had been expected. A week after the last injection an attack of acute pleurisy developed on the left side. This subsided satisfactorily, and the patient was discharged to a convalescent home, at least none the worse for his treatment. He never lost the bacilli in his sputum.
Case III.-A similar plan of dosage was carried out, except that by this time we had adopted the practice of leaving seven instead of three days between the first and second injections. The patient was a female, aged 38, who had had five months' history of cough, sputum and loss of weight. The temperature at times touched 990 F., but she was practically afebrile, with an average pulse-rate of 90. Bacilli were constantly present in the sputum, which averaged 50 c.c. a day. At the right apex there was an extensive area of markedly impaired resonance and feeble breath sounds, and on the left side slightly impaired resonance above the scapula. Numerous fine riles were heard over the area of impaired resonance on the right side. X-ray examinations showed a cavity at the right apex and extensive fluffy shadows over the upper part of the right upper lobe. An initial dose of 0 5 grm. caused nausea and vomiting but no other evidence of reaction. A second dose, seven days later, of 0 75 grm. caused a sharp rise of temperature to 103.80 F., nausea and vomiting and a general feeling of wretchedness. The temperature fell in the evening, but rose next day to 101°F. with vomiting and the appearance of a rash that spread rapidly, but faded in thirty-six hours when the temperature had again settled to normal. On the fourth day after the injection the rAles had practically all disappeared, and the impaired resonance at the right apex had largely disappeared. The third injection was given eleven days after the second, and the dose lowered to 0 5 grm. Except for slight nausea and vomiting there was no reaction. Before the fourth injection X-ray examination showed a remarkable clearing of the shadows at the right apex. The fourth injection of 0 75 grm. was given seven days after the third. It caused a mild febrile reaction, but the nausea and vomiting were distressing and lasted all day. A fifth injection of 1-0 grm. was given nine days later, and although there was no febrile reaction, the nausea and vomiting, headache and metallic taste in the mouth were very distressing and lasted for nearly two weeks, so that it was decided to stop the treatment. This patient did not lose weight, and although bacilli were always present they were greatly reduced in number. The remarkable disappearance of physical signs in eleven days and the X-ray evidence of clearing of the fluffy shadows in this case, constitute the most definite result that we obtained in our cases. It is doubtful, though, whether the result would not have been as good, or even better, if the treatment had been stopped after the second injection.
The result in one other case deserves mention. The patient was a female, aged 39, wlho had recently had an attack of pleurisy, but her abdomen was distended and -contained large, irregular masses in the upper quadrants, another mass extending up from the pelvis on the left side, together with free. fluid. Per vaginam the latter mass could be felt involving the left tube and ovary. During the treatment this patient's general condition improved in a striking manner and the abdominal masses became very much smaller. Unfortunately, after the' first dose the pleurisy recurred, and a large effusion resulted that required replacement. At the present time, eight months later, she is still in good condition, but the effusion continues to form and to require replacement. No definite effects were observed in cases of tuberculous adenitis or of abdominal tuberculosis other than those noted in this additional case just reported.
As to the other pulmonary cases, it is sufficient to say that no beneticial results were forthcoming perhaps because they were either too chronic for a good result to be obtained, or too actively progressive for the beneficial influence to outweigh the detrimental toxic effects.
It is possible to see, in the skiagrams illustrating the cases not reported in detail, the disappearance of the more fluffy shadows, but in these cases the firmer shadows or older lesions dominate the picture.
We think we have sufficient evidence to show that sanocrysin has some action, so that recent exudative lesions in the lungs clear up more rapidly than is seen in other forms of treatment. We have no evidence of any other action, such as a direct action on the bacilli, and it is a question as to whether this action on recent pulmonary exudative lesions is of sufficient benefit to outweigh the detrimental effects of the treatment as originally introduced.
It is suggested that by reducing the size of the initial doses, lengthening the interval between the doses, increasing the size of the doses more gradually, and stopping the treatment as soon as a definite febrile reaction is obtained, the more detrimental effects may be eliminated and the main beneficial effects retained. We think the treatment deserves further trial along these lines.
